AppendixA 
Version to Show Changes Made 



1 A chimeric peptide comprising ajx [an N-terminal] opioid receptor binding moiety atits 
N-terminus and [a C-terminal] anagonist Substance P receptor [agonist] binding moiety 
a t it. r.-terminus. wherein said peptide induces analgesia. 

28. The peptide of claim [27] I, wherein said opioid receptor binding moiety is a p receptor 
agonist. 



31. The 



32. 



peptide of claim 30 wherein said opioid receptor binding moiety is [selected from the 
group consisting of peptides] peptide having anyjmeof SEQ ID Nos: 1-1 1, oran N- 
terminal [fragments and] fra^memor N-terminal [derivatives] dative thereof . 

The peptide of claim 30 wherein said opioid receptor binding moiety is endomorphin 1 , 
endomorphin 2, an N-terminal [fragment] frajm^ent, or an N-terminal derivative thereof. 

The peptide of claim 32 wherein said opioid receptor binding moiety is [selected from the 
group consisting of peptides] peptide having [SEQ ID Nos: 2-3] SEOJDNoLlorl , or 
an N-terminal [fragments and] fragment or N-terminal [derivatives] derivative thereof. 

45 The peptide of claim 1, [24 or 25] wherein said agonist Substance P receptor [agonist] 

binding m 01 ety comprises Substance P, a C-terminal Substance P [fragment] foment, or 
a C-terminal Substance P derivative. 



33. 



46. 



The peptide of claim 1, [24 or 25] wherein the -COOH moiety of the C-terminal amino 
acid residue of said Substance P receptor binding moiety is protected. 
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from the group consisting of prides] a^eptide havmg anyoneof SEQ IDNos^z 
md 38-41, oraC^erminal [N-terminal fragments and] fragmen^em^ [N- 
terminal derivatives] derivative thereof. 

from the group coasting of peptides] a^ide having S^**™** *>■ 
2Ii C :!Sffl inal ^terminal fragments and] fr^orWe^ [N-t—nal 
derivatives] derivative thereof. 

from the group consisting of peptides] peptide havtng affloneof SEQ ID No, 2 
[H-termina. fragments and] fr«rC^ [N-terminal 

derivatives] derivative thereof. 
57 The peptide of claim 1 wherein the opioid receptor binding moiety is [selected from the 

LL* N—l [derivatives] o^atwe. thereof, and the Substance P receptor 
fragment o r in • + - „ rtf i Quittance P or a C-termmal 

binding moiety is [selected from the group consrstmg of] Substance o_ 
(fragments and] fragment™ C-terminal [derivatives] derivative thereof. 

„. The peptide of claim [60] 1 wherein sard peptide comprises a, leas, one D-amino acid. 

64 . The pha^a^ composition of claim 62, wherein said peptide induces analgesia 
when administered to a mammal. 

c i • r^8i fO wherein said opioid receptor binding 
69. The riiariMceutical composition of c laim [68] 62, wherem saia p 

moiety is a [a receptor agonist. 
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72. 



73. 



70. The nJrarmaceMical composition of claim 69 therein the N-terminal amino acid residue 
of said opioid receptor binding moiety is a free amine. 

71 . me pjv—ii.al composition of ciaim 70 wherein the N-.erminal ammo acid residue 

of said opioid receptor binding moiety is Tyr. 

The pi^n— I composition of clarm 71 wherein said opioid receptor binding moiety 
is [selected from the group consisting of peptides] a^entide having an^oneo! SEQ 
Nos: HI, otanN-termina. [fragments and] fagmentor N-terminal [derivatives] 

derivative thereof. 

The ph.rnvaceu.ical composition of claim 7, wherein said opioid receptor binding moiety 
is endorphin 1. endomorphin 2, an N-termina! [fragment] feasor an. N-termmal 

derivative thereof. 

The pJ^JKa] composition of daim 73 wherein said opioid receptor binding moiety 
is [selected from the group consisting of peptides] peptide having [SEQ ID Nos: 2-3] 
SEQJpjteloiJB, oran N-terminal [fragments and] frajfflentor N-termmal 
[derivatives] derivative thereof. 

The pjvarmasemical composition of claim 62, [65 or 66, wherein said agonist Substance P 
receptor [agonist] binding moiety comprises Substance P, a C-termina. Substance 
[fragment] fra S menk.or a C-terminal Substance P derivatrve. 

87 The phajrn^ttical composition of claim 62, (65 or 66, wherein the -COOH moiety of 
the C-terminal amino acidresidue of said Substance P receptor binding motety >s 

protected. 



74. 



86. 
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88 The nharmaceutical composition of claim 87 wherein the -COOH moiety of the C- 
terminal amino acid residue of said Substance P receptor binding moiety is amidated. 



89. 



90. 



The pj«uti^ composition of claim 88 wherein the C-terminal amino acid residue 
of said Substance P receptor binding moiety is Met-NH 2 . 

The pham^euti^ composition of claim 89 wherein said Substance P receptor binding 
moiety is [selected from the group consisting of peptides] peptide having axryjmeof 
SEQ ID Nos: 21, 36 and 38-41, oraC^erminal [N-terminal fragments and] fra^mentor 
C-terminal [N-terminal derivatives] derivative thereof. 

91 The pj^arm^ceuti^ composition of claim 87 wherein the -COOH moiety of the C- 

termmal amino acid residue of said Substance P receptor binding moiety :s estenfied. 



92. 



93. 



95. 



The pj^ceutical composition of claim 91 wherein the C-terminal amino acid residue 
of said Substance P receptor binding moiety is a methyl ester. 

The pharmaceutical composition of claim 92 wherein the C-terminal amino acid residue 
of said Substance P receptor binding moiety is Gly-OMe, Lys-COOMe or Arg-COOMe. 



94 The pTMm-utical composition of claim 93 wherein said Substance P receptor bmdmg 
moiety is [selected from the group consisting of peptides] peptide having any^neof 
SEQ ID Nos: 25-27, oraC^erminal [N-terminal fragments and] frajmoenU^^ 
[N-terminal derivatives] derivative thereof. 



The pharmacy composition of claim 9 1 wherein the C-terminal amino acid residue 
of said Substance P receptor binding moiety is an ethyl ester. 
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96. 



97. 



98. 



The pteaceuti^ composition of claim 95 wherein the C-terminal amino acid residue 
of said Substance P receptor binding moiety is Gly-COOEt, Lys-COOEt or Arg-COOE, 

The pi— *ical composition of claim 96 wherein said Substance P receptor binding 
m oiety is [selected from the group consisting of peptides] peptide having an^oneof 
SEQ ID Nos: .28-30, pr^erminal [N-terminal fragments and] frajm.ent^^ 
[N-terminal derivatives] d erivative thereof. 

The Ehamaocutica. composition of data 62 wherein the opioid receptor binding moiety 
is [selected from the group consisting of] endomorphin 1, endomorphm 2, oranN- 
terminal [fragments and] ftagmentor N-terminal [derivatives] Privative thereof; and tire 
Substance P receptor binding moiety is [selected from the group consisting of] Substance 
P, ora C-terminal [fragments and] fagrnentor C-terminal [derivatives] d^nvattve 
thereof. 

99 . The pjvama^ffltical composition of data 62 wherein the peptide has SEQ ID No: 42. 

100 . The pivarnasufcal composition of claim 62 wherein the peptide has SEQ ID No: 43. 

102. The phfflHceutical composition of claim [101] 62 wherein sard peptide comprises a, 

least one D-amino acid. 
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